Thursday, 15 June 2017 95 and <0.5 (n=51 Background: A number of studies have revealed that reduction of biological disease-modifying anti-rheumatic drugs (bDMARDs) is possible for some rheumatoid arthritis (RA) patients in whom bDMARD treatment has induced clinical remission or low disease activity. For tocilizumab (TCZ), while there have been studies concerning tapering, there have been no studies regarding which tapering option is better in RA after clinical remission has been achieved: a dose reduction strategy (DRS) or an interval spacing strategy (ISS). We previously demonstrated that a twin target strategy [targeting both a simplified disease activity index (SDAI) score of less than 3.3 and normalization of matrix metalloproteinase (MMP) 3 levels] can achieve effects non-inferior to standard care with regard to maintaining clinical remission in the rT-4study. Objectives: To evaluate any significant differences that may be present between the two strategies (DRS and ISS) while tapering TCZ in RA patients who satisfied the SDAI remission and MMP-3 normalization targets under the twin target scheme. Methods: DRS was used in patients treated with intravenous (IV) TCZ, whereas ISS was used for those treated by subcutaneous injection (SC). 57 RA patients who demonstrated SDAI remission and MMP-3 normalization using TCZ (IV, n=42; SC, n=15) participated. Dose reduction methodology (every 3 months): DRS-dose reduced by 80mg; ISS-period between injections increased by one week; up to a minimum dose of: DRS-80 mg every 4 weeks; ISS-162 mg every 6 weeks. The dose was reverted to the previous level in the event that the target scores were exceeded, and the lower dose was eventually reattempted after the target was re-achieved. The primary outcome was the difference in the number of the times when a patient's SDAI exceeded 3.3 across the four time points. Results: Fifty-five patients completed the observation period of 12 months and were analyzed (ITT). There were differences in the number of the times which SDAI scores exceed the target over the 12 months in the DRS group vs the ISS group: 2.4±1.7 and 0.9±1.2, respectively (p=0.0027). DRS had a duration (months) of maintained SDAI remission significantly shorter than that of ISS (3.9±5.0 vs 7.4±5.1, p=0.0213). At month 12, the proportions for DRS and ISS, respectively, for mTTS≤0.5 were 71.4 and 66.7% (p=0.7293); for maintained HAQDI=0 were 83.3 and 66.7 (p=0.4227) and for AE were 81.0 and 46.7 (p=0.0112). The total dose for TCZ in DRS tended to be lower than that for ISS (1367±840vs 1626±583mg, p=0.0824). The rate of total TCZ reduction showed a significant difference between DRS and ISS (29.3±15.2% vs41.8±15.0%, p=0.0037). Comparing three groups consisting of 400mg<, 401<<500mg and 500mg< across the DRS with ISS groups, there were significantly greater number of times when SDAI exceeded 3.3 in the DRS vs the ISS group; 2.3±1.6, 2.7±1.8 and 2.4±1.9, p=0.0395. Conclusions: ISS using the twin targets as defined by the rT-4 study is an excellent strategy that is both safe and cost-effective for RA patients who are both being treated with TCZ and have reached said targets.
Background:
A number of studies have revealed that reduction of biological disease-modifying anti-rheumatic drugs (bDMARDs) is possible for some rheumatoid arthritis (RA) patients in whom bDMARD treatment has induced clinical remission or low disease activity. For tocilizumab (TCZ), while there have been studies concerning tapering, there have been no studies regarding which tapering option is better in RA after clinical remission has been achieved: a dose reduction strategy (DRS) or an interval spacing strategy (ISS). We previously demonstrated that a twin target strategy [targeting both a simplified disease activity index (SDAI) score of less than 3.3 and normalization of matrix metalloproteinase (MMP) 3 levels] can achieve effects non-inferior to standard care with regard to maintaining clinical remission in the rT-4study. Objectives: To evaluate any significant differences that may be present between the two strategies (DRS and ISS) while tapering TCZ in RA patients who satisfied the SDAI remission and MMP-3 normalization targets under the twin target scheme. Methods: DRS was used in patients treated with intravenous (IV) TCZ, whereas ISS was used for those treated by subcutaneous injection (SC). 57 RA patients who demonstrated SDAI remission and MMP-3 normalization using TCZ (IV, n=42; SC, n=15) participated. Dose reduction methodology (every 3 months): DRS-dose reduced by 80mg; ISS-period between injections increased by one week; up to a minimum dose of: DRS-80 mg every 4 weeks; ISS-162 mg every 6 weeks. The dose was reverted to the previous level in the event that the target scores were exceeded, and the lower dose was eventually reattempted after the target was re-achieved. The primary outcome was the difference in the number of the times when a patient's SDAI exceeded 3.3 across the four time points. Results: Fifty-five patients completed the observation period of 12 months and were analyzed (ITT). There were differences in the number of the times which SDAI scores exceed the target over the 12 months in the DRS group vs the ISS group: 2.4±1.7 and 0.9±1.2, respectively (p=0.0027). DRS had a duration (months) of maintained SDAI remission significantly shorter than that of ISS (3.9±5.0 vs 7.4±5.1, p=0.0213). At month 12, the proportions for DRS and ISS, respectively, for mTTS≤0.5 were 71.4 and 66.7% (p=0.7293); for maintained HAQDI=0 were 83.3 and 66.7 (p=0.4227) and for AE were 81.0 and 46.7 (p=0.0112). The total dose for TCZ in DRS tended to be lower than that for ISS (1367±840vs 1626±583mg, p=0.0824). The rate of total TCZ reduction showed a significant difference between DRS and ISS (29.3±15.2% vs41.8±15.0%, p=0.0037). Comparing three groups consisting of 400mg<, 401<<500mg and 500mg< across the DRS with ISS groups, there were significantly greater number of times when SDAI exceeded 3.3 in the DRS vs the ISS group; 2.3±1.6, 2.7±1.8 and 2.4±1.9, p=0.0395. Conclusions: ISS using the twin targets as defined by the rT-4 study is an excellent strategy that is both safe and cost-effective for RA patients who are both being treated with TCZ and have reached said targets. 
Genentech, Inc., South San Francisco, CA, United States
Background: Tocilizumab (TCZ) is a recombinant humanized monoclonal antibody targeted against the interleukin-6 receptor that was approved to treat rheumatoid arthritis (RA) in the EU in 2009 and in the US in 2010. TCZ has now completed long-term extension (LTE) follow-ups in a number of intravenous and subcutaneous RA trials. Objectives: To provide an updated report on the incidence of safety events during TCZ treatment in patients with RA using data from multiple completed clinical trials and their LTEs, as well as to provide an update from the global TCZ postmarketing safety database. Methods: Incidence and reporting rates of adverse events (AEs) of special interest, including infections, malignancies, anaphylaxis, bleeding events, myocardial infarctions, gastrointestinal perforations, strokes, hepatic events and demyelination, were estimated from 2 distinct patient data sets. Incidence rates were calculated from 12 completed TCZ RA clinical trials and their LTE periods and are reported as events per 100 patient-years (PY). Reporting rates were also estimated from the global TCZ postmarketing safety database (Oct 2008 to Oct 2015 , which includes information from all spontaneously reported cases and non-interventional programs as well as literature cases, and are reported as cases per 100 patients.
Results:
The clinical trial all-exposure population consisted of 7647 TCZ-treated patients with RA (81.6% female; mean [SD] age, 52 [12.6] years), constituting 22,394 PY (mean follow-up, 2.93 years) of exposure. The overall rate (95% CI) of serious AEs in the clinical trial population was 14. 16 (13.67-14.66 ) per 100 PY. Overall incidence rates for individual events for the clinical trial population are reported in the Table and were consistent in each 6-month period over the 5-year duration. The global postmarketing population included 606,937 patients. The overall spontaneous reporting rate (range) of AEs of special interest in the postmarketing population was 9.37 (7.35-10.56) cases per 100 patients. Reporting rates of individual safety events of interest in the global postmarketing population are shown in the Table and were consistent in each 6-month period over the 7-year duration.
Conclusions:
The safety profile of TCZ in the current analysis, which includes information about safety events from 12 clinical trials and their LTEs and across 7 years of real-world postmarketing reports encompassing ≈ 600,000 patients, was consistent with previous safety reports. These findings are consistent with the previously reported profile of TCZ and indicate that there is no evidence of increased safety risk with increasing exposure to TCZ.
